Trying 31060000009999 ... Open 



DIALOG INFORMATION SERVICES 
PLEASE LOGON: 

******** HHHHHHHH SSSSSSSS? ### Status: Signing onto Dialog ******** 
ENTER PASSWORD: 

******** HHHHHHHH SSSSSSSS? ******** 
### Status: Login success fulWelcome to DIALOG 

Dialog level 05.11.05D 

Last logoff: 08may06 15:17:30 
Logon file405 llmayG6 14:19:11 

*** ANNOUNCEMENTS *** 
*** 

NEW FILES RELEASED 

***Regulatory Affairs Journals (File 183) 
***Index Chemicus (File 302) 
***Inspec (File 202) 

RESUMED UPDATING 

***File 141, Reader's Guide Abstracts 

*** 

RELOADS COMPLETED 

***File 516, D&B — Dun's Market Identifiers 
***File 523, D&B European Dun's Market Identifiers 
***File 531, American Business Directory 

*** MEDLINE has been reloaded with the 2006 MeSH (Files 154 & 155) 
*** The 2005 reload of the CLAIMS files (Files 340, 341, 942) 
is now available online. 

*** 

DATABASES REMOVED 
***File 196, FINDEX 

***File 468, Public Opinion Online (POLL) 

Chemical Structure Searching now available in Prous Science Drug 
Data Report (F452), Prous Science Drugs of the Future (F453) , 
IMS R&D Focus (F445/955), Pharmapro jects (F128/928), Beilstein 
Facts (F390), Derwent Chemistry Resource (F355) and Index Chemicus 
(File 302) . 

* * * 

»>For the latest news about Dialog products, services, content<« 
»>and events, please visit What's New from Dialog at «< 
»>http://www. dialog.com/whatsnew/. You can find news about«< 
»>a specific database by entering HELP NEWS <file number>.«< 
* * * 

SYSTEM: HOME 

Cost is in DialUnits 

Menu System II: D2 version 1.7.9 term=ASCII 

*** DIALOG HOMEBASE(SM) Main Menu *** 

Information: 

1. Announcements (new files, reloads, etc.) 

2. Database, Rates, & Command Descriptions 

3. Help in Choosing Databases for Your Topic 

4. Customer Services (telephone assistance, training, seminars, etc.) 

5. Product Descriptions 

Connections : 

6. DIALOG (R) Document Delivery 



7. Data Star(R) 



(c) 2003 Dialog, a Thomson business. All rights reserved. 

/H = Help /L = Logoff /NOMENU = Command Mode 



Enter an option number to view information or to connect to an online 
service. Enter a BEGIN command plus a file number to search a database 
(e.g. , Bl for ERIC) . 
7 

Terminal set to DLINK 

*** DIALOG HOMEBASE(SM) Main Menu *** 

Information: 

1. Announcements (new files, reloads, etc.) 

2. Database, Rates, & Command Descriptions 

3. Help in Choosing Databases for Your Topic 

4. Customer Services (telephone assistance, training, seminars, etc.) 

5. Product Descriptions 

Connections : 

6. DIALOG (R) Document Delivery 

7. Data Star(R) 

(c) 2003 Dialog, a Thomson business. All rights reserved. 

/H = Help /L = Logoff /NOMENU = Command Mode 



Enter an option number to view information or to connect to an online 
service. Enter a BEGIN command plus a file number to search a database 
(e.g. , Bl for ERIC) . 
? b 155 biosci medline 

»>"MEDLINE" is not a valid category or service name 

»> 44 is unauthorized 

»> 76 is unauthorized 

»>2 of the specified files are not available 

llmayOe 14:19:24 User276629 Session D226.1 
$0.00 0.211 DialUnits FileHomeBase 
$0.00 Estimated cost FileHomeBase 
$0.05 TELNET 

$0.05 Estimated cost this search 

$0.05 Estimated total session cost 0.211 DialUnits 



SYSTEM: OS - DIALOG OneSearch 

File 155:MEDLINE(R) 1951-2006/May 15 

(c) format only 2006 Dialog 
File 5:Biosis Previews (R) 1969-2006/May Wl 

(c) 2006 BIOSIS 
File 24:CSA Life Sciences Abstracts 1966-2006/Apr 

(c) 2006 CSA. 
File 28: Oceanic Abstracts 1966-2006/Apr 

(c) 2006 CSA. 

File 34 : SciSearch (R) Cited Ref Sci 1990-2006/Apr W5 

(c) 2006 Inst for Sci Info 
File 35: Dissertation Abs Online 1861-2006/Apr 

(c) 2006 ProQuest Inf o&Learning 



File 40 : Enviroline (R) 1975-2006/Mar 

File 41: Pollution Abstracts 1966-2006/Apr 

(c) 2006 CSA. 
File 50: CAB Abstracts 1972-2006/Apr 

(c) 2006 CAB International 
File 65: Inside Conferences 1993-2006/May 11 

(c) 2006 BLDSC all rts . reserv. 
File 71: ELSEVIER BIOBASE 1994-2006/May Wl 

(c) 2006 Elsevier Science B.V. 
File 73:EMBASE 1974-2006/May 11 

(c) 2006 Elsevier Science B.V. 
File 91:MANTIS (TM) 1880'2006/Feb 

2006 (c) Action Potential 
File 94: JICST-EPlus 1985-2006/Feb Wl 

(c)2006 Japan Science and Tech Corp(JST) 
File 98:General Sci Abs 1984-2004/Dec 

(c) 2005 The HW Wilson Co. 
File 110:WasteInfo 1974-2002/ Jul 

(c) 2002 AEA Techn Env. 
*File 110: This file is closed (no updates) 

File 135: News Rx Weekly Reports 1995-2006/May Wl 

(c) 2006 NewsRx 
File 136:BioEngineering Abstracts 1966-2006/Apr 

(c) 2006 CSA. 
File 143: Biol. & Agric. Index 1983-2006/Apr 

(c) 2006 The HW Wilson Co 
File 144: Pascal 1973-2006/Apr W3 

(c) 2006 INIST/CNRS 
File 164: Allied & Complementary Medicine 1984-2006/May 

(c) 2006 BLHCIS 
File 172:EMBASE Alert 2006/May 11 

(c) 2006 Elsevier Science B.V. 
File 185: Zoological Record Online (R) 1978-2006/May 

(c) 2006 BIOSIS 
File 357:Derwent Biotech Res. _1982-2006/May Wl 

(c) 2006 Thomson Derwent & ISI 
File 369:New Scientist 1994-2006/Sep Wl 

(c) 2006 Reed Business Information Ltd. 
File 370: Science 1996-1999/ Jul W3 

(c) 1999 AAAS 

*File 370: This file is closed (no updates). Use File 47 for more current 

information. 

File 391:Beilstein Reactions 2006/Ql 

(c) 2005 Beilstein GmbH 
File 434:SciSearch(R) Cited Ref Sci 1974-1989/Dec 

(c) 1998 Inst for Sci Info 
File 4 67:ExtraMED(tm) 2000/Dec 
(c) 2001 Informania Ltd. 
*File 467: F467 will close on February 1, 2006. 7. 

Set Items Description 



? s ((crystal or xtal)) (30n) ((antibody or antibodies)) 
1385315 CRYSTAL 

39 XTAL 
2318888 ANTIBODY 
1976907 ANTIBODIES 
SI 6558 ( (CRYSTAL OR XTAL) ) (30N) ( (ANTIBODY OR ANTIBODIES) ) 
? s si and (mg/ml) 



»>Terni "ML" is not defined in one or more files 
6558 SI 
3323964 MG/ML 

52 156 SI AND (MG/ML) 

? rd 

»>Duplicate detection is not supported for File 391. 

»>Records from unsupported files will be retained in the RD set. 

53 93 RD (unique items) 
? 5 s3 and py<=1999 

Processing 

Processed 10 of 29 files . . . 
Processing 

Processed 20 of 29 files ... 

>»One or more prefixes are unsupported 

>» or undefined in one or more files. 

Processing 

Completed processing all files 
93 S3 
84692606 PY<=1999 

54 49 S3 AND PY<=1999 
? t s4/ti/all 

»>No matching display code(s) found in file(s): 391 

4/Tl/l (Item 1 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts . reserv. 

Macromolecular docking of a three-body system: the recognition of human 
growth hormone by its receptor. 

4/TI/2 (Item 2 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts, reserv. 

Quantification of human lithostathine S2-5 forms using the antibody to 
the N-terminal peptide region. 

4/TI/3 (Item 3 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Endothelial activation in monosodium urate monohydrate crystal -induced 
inflammation: in vitro and in vivo studies on the roles of tumor necrosis 
factor alpha and interleukin-1 . 

4/TI/4 (Item 4 from file: 155) 

DIALOG (R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Expression of osteopontin, a urinary inhibitor of stone mineral crystal 
growth, in rat kidney. 

4/TI/5 (Item 5 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Conformational analyses on soluble and surface bound osteopontin. 



4/TI/6 (Item 6 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts . reserv, 

Nephrocalcin in patients with renal cell carcinoma. 



4/TI/7 (Item 7 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Recombinant anti-sialidase single-chain variable fragment antibody . 
Characterization, formation of dimer and higher-molecular-mass multimers 
and the solution of the crystal structure of the single-chain variable 
fragment/ sialidase coziplex. 

4/TI/8 (Item 8 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Characterization of the mammalian toxicity of the crystal polypeptides of 
Bacillus thuringiensis subsp. israelensis. 

4/TI/9 (Item 9 from file: 155) 

DIALOG(R) File 155: (c) format only 2006 Dialog. All rts. reserv. 

Immunocytochemical localization of pancreatic stone protein in the human 
digestive tract. 

4/Tl/lO (Item 1 from file: 5) 

DIALOG(R) File 5:(c) 2006 BIOSIS. All rts. reserv. 

Study of the methods for immobilization of piezoelectric immunobiosensor 



4/Tl/ll (Item 2 from file: 5) 

DIALOG(R) File 5:(c) 2006 BIOSIS. All rts. reserv. 

A NEW APPROACH TO THE DEVELOPMENT OF A REUSABLE PIEZOELECTRIC CRYSTAL 
BIOSENSOR 



4/TI/12 (Item 3 from file: 5) 

DIALOG(R) File 5:(c) 2006 BIOSIS. All rts. reserv. 

DETECTION OF HUMAN TRANSFERRIN BY THE PIEZOELECTRIC CRYSTAL 



4/TI/13 (Item 4 from file: 5) 

DIALOG(R) File 5:(c) 2006 BIOSIS. All rts. reserv. 

CHARACTERIZATION OF THE MAMMALIAN TOXICITY OF THE CRYSTAL POLYPEPTIDES OF 
BACI LLUS -THURINGIENS I S - S SP- 1 SRAELENS I S 



4/TI/14 (Item 5 from file: 5) 

DIALOG(R) File 5:(c) 2006 BIOSIS. All rts . reserv. 



AROMATIZATION OF C-19 NORSTEROID IN HUMAN PLACENTA LIVER OVARY AND ADIPOSE 
TISSUES 



4/TI/15 (Item 1 from file: 24) 

DIALOG(R) File 24: (c) 2006 CSA. All rts. reserv. 

Structure at 2.7 angstrom resolution of the Paracoccus denitrif icans 
two-subunit cytochrome c oxidase complexed with an antibody F sub(V) 
fragment 

4/TI/16 (Item 2 from file: 24) 

DIALOG(R) File 24: (c) 2006 CSA. All rts. reserv. 

Sensitive titration microcalorimetric study of the binding of Salmonella 
0-antigenic oligosaccharides by a monoclonal antibody. 

4/TI/17 (Item 3 from file: 24) 

DIALOG(R)File 24: (c) 2006 CSA. All rts. reserv. 

Determination of microbes and immunoglobulins using a piezoelectric 
biosensor. 

4/TI/18 (Item 1 from file: 34) 

DIALOGIR) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: A new method for antibody (antigen) immobilization based on 
plasma -polymerized film 



4/TI/19 (Item 2 from file: 34) 

DIALOG{R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: Expression, purification, and structural characterization of the 
bacteriorhodopsin-aspartyl trans carbamylase fusion protein 



4/TI/20 (Item 3 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: Direct determination of etofenprox using surface plasmon resonance 



4/TI/21 (Item 4 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: Single-chain Fv of anti-idiotype 11-lGlO antibody interacts with 

antibody NC41 single-chain Fv with a higher affinity than the affinity 
for the interaction of the parent Fab fragxtients 



Afrx/ZZ (Item 5 from file; 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts . reserv. 



Title: Effects of siabstitutions in the binding surface of an antibody on 
antigen affinity 



4/TI/23 (Item 6 from file: 34) 

DIALOG(R)File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: Compared structures of the free nicotinic acetylcholine receptor 
main immunogenic region (MIR) decapeptide and the antibody-bound 
[A(76)]MIR analogue: A molecular dynamics simulation from 
two-dimensional NMR data 

4/TI/24 (Item 7 from file: 34) 

DIALOG(R)File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: CRYSTALLIZATION OF A DEGLYCOSYLATED T-CELL RECEPTOR (TCR) COMPLEXED 
WITH AN ANTI-TCR FAB FRAGMENT 



4/TI/25 (Item 8 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: A T-CELL RECEPTOR V-ALPHA DOMAIN EXPRESSED IN BACTERIA - DOES IT 
DIMERIZE IN SOLUTION 



4/TI/26 (Item 9 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: ANTIBODY -DEPENDENT SIGNAL AMPLIFICATION IN TXJMOR XENOGRAFTS AFTER 
PRETREATMENT WITH BIOTINYLATED MONOCLONAL-ANTIBODY AND AVIDIN OR 
STREPTAVIDIN 



4/TI/27 (Item 10 from file: 34) 

DIALOG{R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: INTERFERON INDUCTION OF HXJMAN TRYPTOPHANYL -TRANS FER-RNA SYNTHETASE 
SAFEGUARDS THE SYNTHESIS OF TRYPTOPHAN-RICH IMMUNE-SYSTEM PROTEINS - A 
HYPOTHESIS 



4/TI/28 (Item 11 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: CALMODULIN AS A VERSATILE TAG FOR ANTIBODY FRAGMENTS 



4/TI/29 (Item 12 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: ADSORPTION OF ANTIBODIES TO A LANC^IUIR LAYER OF OCTADECYLAMINE AND 
THE INTERACTION WITH ANTIGEN 



4/TI/30 (Item 13 from file: 34) 

DIALOG(R) File 34: (c) 2006 Inst for Sci Info. All rts . reserv. 

Title: HIGH-LEVEL EXPRESSION IN ESCHERICHIA-COLI AND RAPID PXJRIFICATION OF 
ENZYMATICALLY ACTIVE HONEY-BEE VENOM PHOSPHOLIPASE-A2 



4/TI/31 (Item 14 from file: 34) 

DIALOG(R)File 34: (c) 2006 Inst for Sci Info. All rts. reserv. 

Title: 2 APPROACHES TO THE RAPID SCREENING OF CRYSTALLIZATION CONDITIONS 



4/TI/32 (Item 1 from file: 35) 

DIALOG (R) File 35: (c) 2006 ProQuest Inf o&Learning . All rts. reserv. 

TESTING THE STRUCTURAL BASIS OF THE HYHEL-5/LYSOZYME INTERACTION (SALT 
BRIDGE, ANTIBODIES) 

4/TI/33 (Item 2 from file: 35) 

DIALOG (R) File 35: (c) 2006 ProQuest Inf o&Learning . All rts. reserv. 

CHARACTERIZATION OF AN ANTIBODY BINDING SITE BY SITE-DIRECTED MUTAGENESIS 
AND NUCLEAR MAGNETIC RESONANCE SPECTROSCOPY 



4/TI/34 (Item 1 from file: 50) 

DIALOG(R) File 50: (c) 2006 CAB International. All rts. reserv. 

Development of a biosensor to identify toxins using liquid crystal 
membrane . 

4/TI/35 (Item 1 from file: 71) 

DIALOG(R) File 71: (c) 2006 Elsevier Science B.V. All rts. reserv. 

Semi carbazide- sensitive amine oxidase in pig heart 



4/TI/36 (Item 1 from file: 73) 

DIALOG(R) File 73: (c) 2006 Elsevier Science B.V. All rts. reserv. 

Microbial pest control agent: Bacillus thuringiensis 



4/TI/37 (Item 1 from file: 98) 

DIALOG(R) File 98: (c) 2005 The HW Wilson Co. All rts. reserv. 

Piezoelectric immunosensors for urine specimens of Chlamydia trachomatis 
exnploying quartz crystal microbalance microgravimetric analyses. 



4/TI/38 (Item 1 from file: 357) 

DIALOG(R) File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 



Thiolated Salmonella sp. antibody immobilization onto the gold surface of 
piezoelectric quartz crystal - peroxidase -labeled antibody 
immobilization on a gold enzyme electrode for Salmonella typhimurium 
analysis 

4/TX/39 (Item 2 from file: 357) 

DIALOG(R)File 357: (c) 2006 Thomson Derwent & ISI. All rts . reserv. 

Transgenic sweet potato plants resistant to pests: field results - 

Agrobacterium tumefaciens -mediated Bacillus thuringiensis crystal 
protein crylllA gene transfer and transgenic plant propagation for 
insect resistance (conference paper) 

4/TI/40 (Item 3 from file: 357) 

DIALOG(R) File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 

Development of a piezoelectric immunosensor for the detection of 

enterobacteria - biosensor construction with Escherichia coli antigen 
mouse monoclonal antibody 



4/TI/41 (Item 4 from file: 357) 

DIALOG(R) File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 

Development of a piezoelectric immunosensor for the detection of Salmonella 
typhimurioim - antibody immobilization onto piezoelectric crystal ; 
biosensor construction 



4/TI/42 (Item 5 from file: 357) 

DIALOG(R) File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 

Piezoelectric crystal biosensor modified with protein A for determination 
of imomunoglobulins - htunan and mouse IgG analysis 



4/TI/43 (Item 6 from file: 357) 

DIALOG(R)File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 

Expression in Escherichia coli of a cloned crystal protein gene of Bacillus 
thuringiensis stibsp. israelensis - cloning and characterization 



4/TI/44 (Item 7 from file: 357) 

DIALOG(R) File 357: (c) 2006 Thomson Derwent & ISI. All rts. reserv. 

Analysis of human pancreatic juice constitutents related to the pancreatic 
stone protein using monoclonal antibody - calcium carbonate crystal 
growth-inhibitor monoclonal antibody preparation using hybridoma 



4/TI/45 (Item 1 from file: 370) 

DIALOG{R) File 370: (c) 1999 AAAS. All rts. reserv. 

Crystallographic Evidence for Preformed Dimers of Erythropoietin Receptor 



Before Ligand Activation 



4/TI/46 (Item 2 from file: 370) 

DIALOG(R)File 370: (c) 1999 AAAS. All rts . reserv. 

Immunological Origins of Binding and Catalysis in a Diels-Alderase Antibody 



4/TI/47 (Item 3 from file: 370) 

DIALOG(R) File 370: (c) 1999 AAAS. All rts. reserv. 

Structural Insights into the Evolution of an Antibody Coznbining Site 



4/TI/48 (Item 4 from file: 370) 

DIALOG(R) File 370: (c) 1999 AAAS. All rts. reserv. 

Structure of the Amino-Terminal Core Domain of the HIV-1 Capsid Protein 



4/TI/49 (Item 5 from file: 370) 

DIALOG(R)File 370: (c) 1999 AAAS. All rts. reserv. 

The Immunological Evolution of Catalysis 

? logoff 

llmayOS 14:26:59 User276629 Session D226.2 
$2.39 0.702 DialUnits Filel55 

$0.00 9 Type{s) in Format 6 (UDF) 
$0,00 9 Types 
$2.39 Estimated cost FilelSS 

$4.51 0.764 DialUnits File5 

$0.00 5 Type(s) in Format 6 (UDF) 
$0.00 5 Types 
$4.51 Estimated cost FileS 

$1.03 0.166 DialUnits File24 

$0.00 3 Type(s) in Format 6 (UDF) 
$0.00 3 Types 
$1.03 Estimated cost File24 

$0.21 0.034 DialUnits File28 
$0.21 Estimated cost File28 

$12.21 0.520 DialUnits File34 

$0.00 14 Type(s) in Format 6 (UDF) 
$0.00 14 Types 
$12.21 Estimated cost File34 

$0.44 0.108 DialUnits File35 

$0.00 2 Type(s) in Format 6 (UDF) 
$0.00 2 Types 
$0.44 Estimated cost File35 

$0.27 0.038 DialUnits File40 
$0.27 Estimated cost File40 

$0.19 0.030 DialUnits File41 
$0.19 Estimated cost File41 

$1.37 0.298 DialUnits File50 

$0.00 1 Type(s) in Format 6 (UDF) 
$0.00 1 Types 
$1.37 Estimated cost File50 

$1.29 0.344 DialUnits File65 
$1.29 Estimated cost File65 



$1.06 

$5.45 
$0.14 
$0.71 

$0.36 
$0.16 
$0.21 
$0. 19 
$0.21 
$3.26 
$0.08 
$0.18 
$0.69 

$2.19 
$0.06 

$0.11 

$0.00 

$12.92 

$0.10 

$2.13 
$54.12 
$54.17 



$1.06 0.120 DialUnits File71 
$0.00 1 Type(s) in Format 6 

$0.00 1 Types 

Estimated cost File71 

$5.45 0.486 DialUnits File73 
$0.00 1 Type(s) in Format 6 

$0.00 1 Types 

File73 

DialUnits File91 
File91 

DialUnits File94 
File94 

DialUnits File98 



(UDF) 



(UDF) 



Estimated cost 
$0.14 0.032 
Estimated cost 
$0.71 0.204 
Estimated cost 
$0.36 0.084 



$0.00 1 Type(s) in Format 6 (UDF) 
$0.00 1 Types 
Estimatec 
$0.16 
Estimatec 
$0.21 
Estimatec 
$0.19 
Estimatec 
$0.21 
Estimatec 
$3.26 
Estimatec 
$0.08 
Estimatec 
$0.18 
Estimatec 
$0.69 
Estimatec 
$2.19 

$0.00 7 Type(s) in Format 6 (UDF) 
$0.00 7 
Estimatec 
$0. 06 
Estimatec 
$0.11 

$0.00 5 Type(s) in Format 6 (UDF) 
$0.00 5 
Estimatec 
$0.00 
Estimatec 
$12.92 
Estimatec 
$0.10 

Estimated c 

OneSearch, 29 files, 5.712 DialUnits FileOS 
TELNET 

Estimateci cost this search 

Estimated total session cost 5.922 DialUnits 



i cost 


File98 




0.028 


DialUnits 


FilellO 


i cost 


FilellO 




0.038 


DialUnits 


Filel35 


I cost 


Filel35 




0.030 


DialUnits 


Filel36 


[ cost 


Filel36 




0.070 


DialUnits 


Filel43 


I cost 


Filel43 




0.724 


DialUnits 


Filel44 


[ cost 


Filel44 




0.024 


DialUnits 


Filel64 


I cost 


Filel64 




0.016 


DialUnits 


Filel72 


I cost 


Filel72 




0.112 


DialUnits 


Filel85 


i cost 


Filel85 




0.098 


DialUnits 


File357 


7 Type(s) in Format 6 


Types 






[ cost 


File357 




0.016 


DialUnits 


File369 


[ cost 


File369 




0.032 


DialUnits 


File370 


5 Type(s) in Format 6 


Types 






[ cost 


File370 




0.024 


DialUnits 


File391 


I cost 


File391 




0.550 


DialUnits 


File434 


[ cost 


File434 




0.016 


DialUnits 


File467 


I cost 


File467 





Logoff: level 05.11.05 D 14:26:59 



You are now logged offTrying 31060000009999 -Open 



DIALOG INFORMATION SERVICES 



PLEASE LOGON: 

******** HHHHHHHH SSSSSSSS? ### Status: Signing onto Dialog ******** 
ENTER PASSWORD: 

******** HHHHHHHH SSSSSSSS? ******** 
Welcome to DIALOG 

### Status: Login successf ulDialog level 05.11,05D 

Last logoff: llmay06 14:26:59 

Logon file405 12may06 08:26:57 

*** ANNOUNCEMENTS *** 
*★* 

NEW FILES RELEASED 

***Regulatory Affairs Journals (File 183) 
***Index Chemicus (File 302) 
***Inspec (File 202) 

RESUMED UPDATING 

***File 141, Reader's Guide Abstracts 

*** 

RELOADS COMPLETED 

***File 516, D&B — Dun's Market Identifiers 
***File 523, D&B European Dun's Market Identifiers 
***File 531, American Business Directory 

*** MEDLINE has been reloaded with the 2006 MeSH (Files 154 & 155) 
*** The 2005 reload of the CLAIMS files (Files 340, 341, 942) 
is now available online. 

DATABASES REMOVED 
***File 196, FINDEX 

***File 468, Public Opinion Online (POLL) 

Chemical Structure Searching now available in Prous Science Drug 
Data Report (F452), Prous Science Drugs of the Future (F453) , 
IMS R&D Focus (F445/955), Pharmapro j ects (F128/928), Beilstein 
Facts (F390), Derwent Chemistry Resource (F355) and Index Chemicus 
(File 302) . 

*** 

»>For the latest news about Dialog products, services, content«< 
»>and events, please visit What's New from Dialog at «< 

>>>http: //www. dialog.com/whatsnew/. You can find news about«< 

»>a specific database by entering HELP NEWS <file number>.«< 
* ★ 

SYSTEM: HOME 

Cost is in DialUnits 

Menu System II: D2 version 1.7.9 term=ASCII 

*** DIALOG HOMEBASE(SM) Main Menu *** 

Information: 

1. Announcements (new files, reloads, etc.) 

2. Database, Rates, & Command Descriptions 

3. Help in Choosing Databases for Your Topic 

4. Customer Services (telephone assistance, training, seminars, etc.) 

5. Product Descriptions 

Connections : 

6. DIALOG (R) Document Delivery 

7. Data Star(R) 



(c) 2003 Dialog, a Thomson business. 



All rights reserved. 



/H = Help /L = Logoff /NOMENU = Conuuand Mode 



Enter an option number to view information or to connect to an online 
service. Enter a BEGIN command plus a file number to search a database 
(e.g. , Bl for ERIC) . 
7 

Terminal set to DLINK 

*** DIALOG HOMEBASE(SM) Main Menu *** 
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For several decades the specificity of proteases has been presented as an 
active site divided into subsites, using the nomenclature of Schechter & 
Berger from 1967 (Si, S2 . . . for subsites of the active site; PI, P2 . . . for 
residues of the substrate occupying the corresponding subsites) . At early 
stages of the research (1960s) it was realized that the size of the active 
site was larger than expected and important interactions occur in regions 



remote from the catalytic site. Since the active site was found to be large 
it was divided into subsites, and a procedure to map it up was developed. 
The map provides information on the size of the active site (number of 
subsites), the properties of each subsite (free energy of ligand binding, 
nature of binding forces, etc.), and it enables rational design of new 
substrates and inhibitors. Already in 1968 inhibitors with binding 
constants ten thousand fold higher than available inhibitors, were 
prepared. The model of a large active site was initially met with strong 
opposition. Before long, however, predictions of the model (size of the 
active site, interactions in subsites remote from the catalytic site) were 
confirmed by X-ray crystallography (1970) . During the 1990s proteolytic 
enzymes received renewed attention in biology and medicine, they became 

therapeutic targets, and protease inhibitors were successfully applied in 
the treatment of AIDS and hypertension. The model of large active site 
divided into subsites, proposed 38 years ago, stood the test of time. This 
model is still in use in basic research to evaluate enzyme activity, and in 
pharmaceutical research for the development of inhibitors/drugs. (50 

Refs.) 
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Sequencing of all human immunoglobulin (Ig) germline gene segments has 
recently been completed. However, our first glimpses of the recombined 
products of this combinatorial gene system were in the 1970s, in landmark 
publications, reporting the crystal structures of two human myeloma 
proteins, the Meg lambda light chain dimer and the New IgGl (lambda) Fab. 
Although numerous crystal structures of murine and human antibodies have 
now been determined, only a relatively small proportion of the human 
germline genes have had their corresponding protein three-dimensional 
structures resolved. Therefore, further structural investigations are 
required before the inherent diversity of the antibody repertoire can be 
fully appreciated. We discuss the detailed structural information available 
for human antibodies with regard to their immune functions. Also 



discussed, is how the structural information is finding application in the 
*humanization ' of murine antibodies as part of their development as 
*biopharmaceuticals ' for the treatment of human disease. Copyright 2002 
John Wiley & Sons, Ltd. (102 Refs.) 
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A growing number of important molecular recognition events are being 
shown to involve the interactions between proteins and glycolipids . 
Glycolipids are molecules in which one or more monosaccharides are 
glycosidically linked to a lipid moiety. The lipid moiety is generally 
buried in the cell membrane or other bilayer, leaving the oligosaccharide 
moiety exposed but in close proximity to the bilayer surface. This presents 
a unique environment for protein-carbohydrate interactions, and studies to 
determine the influence of the bilayer on these phenomena are in their 
infancy. One important property of the bilayer is the ability to orient and 
cluster glycolipid species, as strong interactions in biological systems 
are often achieved through multivalency arising from the simultaneous 
association of two or more proteins and receptors. This is especially true 
of protein-carbohydrate binding because of the unusually low affinities 
that characterize the monovalent interactions. More recent studies have 
also shown that the composition of the lipid bilayer is a critical 
parameter in protein-glycolipid recognition. The fluidity of the bilayer 
allows for correct geometric positioning of the oligosaccharide head group 
relative to the binding sites on the protein. In addition, there are 
activity-based and structural data demonstrating the impact of the bilayer 
microenvironment on the modulation of oligosaccharide presentation. The use 
of model membranes in biosensor-based methods has supplied decisive 
evidence of the importance of the membrane in receptor presentation. These 
data can be correlated with three-dimensional structural information from 
X-ray crystallography, NMR, and molecular mechanics to provide insight into 
specific protein-carbohydrate inter — actions at the bilayer. Copyright 1999 
National Research Council Canada and John Wiley & Sons, Ltd. (92 Refs.) 
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Forty years ago, Lerner and coworkers (1958) discovered the first 
nonsteroidal antiestrogen and Jensen (Jensen and Jacobson, 1960) identified 
a target for drug action, the ER. This knowledge opened the door for the 
clinical development of tamoxifen which we now know provides a survival 
advantage in both node-positive and node-negative patients with ER-positive 
disease (Early Breast Cancer Trialists Collaborative Group, 1992, 1998) . 
The drug has been studied extensively, and the results have provided an 
invaluable insight into possible ancillary advantages of "antiestrogens " , 
i.e., maintenance of bone density and the prevention of coronary heart 
disease, and possible disadvantages, i.e., rat liver carcinogenesis and an 
increased risk of endometrial cancer. Most importantly, the identification 
of the target site-specific actions of tamoxifen caused a paradigm shift in 
the prospective uses of antiestrogens from a direct exploitation of the 
antitumor properties to the broader application as a preventative for 
osteoporosis, but with the beneficial side effects of preventing breast and 
endometrial cancer. Raloxifene, a second-generation SERM, has all the 
properties in the laboratory that would encourage development as a safe 
preventative for osteoporosis (Jordan et al . , 1997). As a result, 
raloxifene has been evaluated in more than 11,000 postmenopausal women and 
found to maintain bone density with significant decreases in breast cancer 
incidence and no increase in endometrial thickness. Raloxifene is now 
available as a preventative for osteoporosis in postmenopausal women. There 
is every reason to believe that a multifaceted agent like raloxifene will 
find widespread use, and there will be continuing interest by the 
pharmaceutical industry in the development of new agents with even broader 
applications. The extensive clinical effort is augmented by past molecular 
innovations in the laboratory and the future promise of new discoveries. 
The cloning and sequencing of the ER (Green et al . , 1986; Greene et al . , 
1986) has allowed the development of an ER knock-out mouse (Lubahn et al . , 
1993) that compliments Jensen's pioneering work (Jensen and Jacobson, 1962) 
and describes the consequences of the loss of ER alpha. However, ER beta 
(Kuiper et al . , 1996), the second ER, has provided an additional dimension 
to the description of estrogen and antiestrogen action. For the future, the 



development of ER beta monoclonal antibodies , the classification of 
target sites for the protein around the body^ and the creation of ER beta 
and ER alpha, beta knock-out mice will identify new therapeutic targets 
to modulate physiological functions. Clearly, the successful 
crystallization of ER alpha with raloxifene (Brzozowski et al., 1997) 
must act as a stimulus for the crystallization of ER beta. The central 
issue for research on antiestrogen pharmacology is the discovery of the 
mechanism (or mechanisms) of target site-specificity for the modulation of 
estrogenic and antiestrogenic response. The description of a stimulatory 
pathway for antiestrogens through an AP-1 ER beta signal transduction 
pathway (Paech et al., 1997), although interesting, may not entirely 
explain the estrogenicity of antiestrogens. The model must encompass the 
sum of pharmacological consequences of signal transduction through ER alpha 
and ER beta with the simultaneous competition from endogenous estrogens at 
both sites. This is complicated because estradiol is an antagonist at ER 
beta through AP-1 sites (Paech et al., 1997), so this is clearly not the 
pathway for estrogen-induced bone maintenance in women. Estrogen is 
stimulatory through ER alpha, but antiestrogens are usually partial 
agonists and may either block or stimulate genes. However, we suggest that 
the ER alpha stimulatory pathway could be amplified through selective 
increases in coactivators . The principle is illustrated with the MDA-MB-231 
cells stably trans fected with the cDNAs for the wild-type and the amino 
acid 351 mutan (539 Refs.) 
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Rheumatoid arthritis (RA) is the most frequent inflammatory joint 
disease, and it affects about 1% of the population. The onset of arthritis 
is rarely acute; it is subacute and usually progresses slowly. The clinical 
picture of RA is variable: mild to very aggressive and destructive courses, 
sometimes accompanied by organ involvement, leading to severe functional 
impairment and early disability can be observed. RA is diagnosed according 



to the ACR criteria published in 1958 and modified in 1988. The appearance 
of a palpable joint swelling or effusion is obligatory for the clinical 
diagnosis of arthritis. In RA, typically involvement of the joint of the 
hands and feet can be seen. Laboratory parameters play an important role as 
both diagnostic and prognostic tools. Besides clinical features and 
laboratory parameters, imaging techniques provide another cornerstone in 
the diagnosis of RA. Until now plain X-rays, which primarily visualize 
osseous changes, are the most important technique in daily practice, 
whereas magnetic resonance imaging and ultrasound may provide information 
about soft tissue changes in an earlier stage of disease. The main 
differential diagnoses of RA to be considered are the seronegative 
spondylarthropathies (psoriatic arthritis, arthritides accompanying 
inflammatory bowel diseases, Reiter's syndrome, and spondylitis ankylosans 
with peripheral arthritis), Parvovirus-induced arthritis, crystal -induced 
arthritides and septic arthritis. Early diagnosis and therapeutic 
intervention seem to be of great prognostic importance. In several 
independently performed investigations a higher mortality was found in RA 
patients than in the normal population. Drug therapy of RA consists of 
nonsteroidal antirheumatic drugs (NSAIDs), corticosteroids and 
disease-modifying drugs (DMARDs) . When the functional and radiological 
parameters were assessed, the DMARDs were found to have a disease modifying 
and in rare cases a remission-inducing property. Moreover, tolerance these 
to drugs is limited. Newer therapeutic trials have employed substances like 
Tenidap, Leflunomid, bacterial extracts, antibiotics and biological 
subcomes (e.g., monoclonal antibodies against cytokines, fusion proteins 
for soluble cytokinereceptors ) . Some promising results of these 
investigations need confirmation in larger patient populations, but some 
new perspectives for a more efficacious treatment of RA can be expected. ( 
21 Refs. ) 
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Important observations have continued to expand our understanding of 
gout. The increased risk of gout in black Americans has been linked more 
closely with the development of hypertension, and an increasing prevalence 



in African blacks and in England may have a similar association, possibly 
through the use of diuretics. The association of gout and insulin 
resistance appears to be related to fat distribution, and the link with 
hyperlipidemia may be related to genetic factors. The relationship between 
gout and renal disease and the frequency of gout in patients with renal 
failure continue to be areas of controversy. The mechanism and a possible 

therapeutic approach to the hyperuricemia associated with cyclosporine 
therapy are better understood. The potential for antibodies against urate 

crystals to potentiate further crystallization may explain some of the 
uncertainties about gouty attacks. Unusual manifestations of gout, 
including more cases of spinal involvement, were reported. The role of 
formalin in dissolving urate crystals in pathologic specimens was further 
clarified, and the use of atomic force microscopy to detect crystals was 
reported. Corticosteroids are increasingly accepted in treating acute gout, 
and the role of colchicine in acute and intercritical gout has come under 
increasing scrutiny. Urate-lowering drugs appear to be cost effective in 
patients with more than one or two attacks per year. (54 Refs.) 
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The first crystal structure of a diabody, a bivalent antibody 
fragment, confirms previous predicted structures and techniques for 
generating bispecific bivalent antibody fragments of considerable 
therapeutic potential. (11 Refs.) 
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In summary, AFS is a newly recognized form of sinusitis, appearing in 
otherwise healthy young adults with a history of chronic bacterial or 
polypoid rhinosinusitis refractory to conventional therapy. Radiologic 
study may show patchy opacification or calcifications of the sinuses on CT. 
The patients have an elevated total IgE, peripheral eosinophilia, and 
positive skin tests for fungal antigens. They may also have elevated serum 
fungal allergen-specific IgE and IgG and precipitating antibodies to 
Aspergillus, Curvularia, or other fungi. Diagnostic and therapeutic 
surgical drainage of the sinuses will establish a definitive diagnosis by 
identifying the typical allergic mucin with eosinophils, Charcot-Leyden 
crystals , few fungal hyphae on silver stain, and a lack of tissue 
invasion. Treatment, other than surgical drainage, consists of systemic 
corticosteroids to prevent recurrence of disease. (32 Refs.) 
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ABSTRACT: 

The transmissible spongiform encephalopathies could represent a new mode 
of transmission for infectious diseases: a process more akin to 
crystallization than to microbial replication. The prion hypothesis 
proposes that the normal isoform of the prion protein is converted to a 
disease-specific species by template-directed mis folding. Therapeutic and 
prophylactic strategies to combat these diseases have emerged from 
immunological and chemotherapeutic approaches. The lessons learned in 
treating prion disease will almost certainly have an impact on other 
diseases that are characterized by the pathological accumulation of 
misfolded proteins. Prions represent a new class of infectious agents which 
propagate on a protein-only level, not requiring agent-encoded nucleic 
acids. Newly emergent prion diseases such as bovine spongiform 
encephalopathy, variant Creutzfeldt- Jakob disease (CJD) , and chronic 
wasting disease are a source of critical concern to physicians, 
veterinarians, economists, politicians : and the general public. Numerous 
strategies and targets have been proposed for the immunotherapy of prion 
diseases, based on the necessity of agent replication in lymphoid tissue 
prion to neuro-invasion, and the sensitivity of prion propagation to 
antibodies in vitro. Prion replication in cell lines in vitro is sensitive 
to antibodies directed against the normal and abnormal isoforms of the 
prion protein. Numerous strategies and potential targets for treating 
transmissible spongiform encephalopathies have been suggested, with the 
most studied target being the inhibition of PrP super (Sc) accumulation. The 
development of higher-throughput screening assays based on scrapie-inf ected 
cell cultures have been developed and have greatly accelerated the pace of 
discovery of PrP super (Sc) inhibitors. Several classes of inhibitors of PrP 
super (Sc) formation have been identified, some of which show prophylactic 
activity against scrapie in rodents. However, chemotherapeutic treatments 
of clinically affected scrapie-inf ected rodents and CJD-infected humans 
have been largely ineffectual. Compounds that destabilize PrP super (Sc) 
and/or reduce scrapie infectivity have been identified that could be useful 
as decontaminants . The most effective therapeutic strategies might require 
not only the inhibition of PrP super (Sc) formation but also the reversal of 
TSE-associated neuropathology. 
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Abstract: Interleukin-6 (IL-6) is a multifunctional cytokine that plays a 
central role in host defense due to its wide range of immune and 
hematopoietic activities and its potent ability to induce the acute 
phase response. Overexpression of IL-6 has been implicated in the 
pathology of a number of diseases including multiple myeloma, 
rheumatoid arthritis, Castleman*s disease, psoriasis, and 
post-menopausal osteoporosis. Hence, selective antagonists of IL-6 
action may offer therapeutic benefits. IL-6 is a member of the family 
of cytokines that includes interleukin-11, leukemia inhibitory factor, 
oncostatin M, cardiotrophin-1 and ciliary neurotrophic factor. Like the 
other members of this family, IL-6 induces growth or differentiation 
via a receptor-system that involves a specific receptor and the use of 
a shared signaling subunit, gpl30. Identification of the regions of 
IL-6 that are involved in the interactions with the IL-6 receptor and 
gpl30 is an important first step in the rational manipulation of the 
effects of this cytokine for therapeutic benefit. In this review, we 
focus on the sites on IL-6 which interact with its low-affinity 
specific receptor, the IL-6 receptor, and the high-affinity converter 
gpl30. A tentative model for the IL-6 hexameric receptor ligand complex 
is presented and discussed with respect to the mechanism of action of 
the other members of the IL-6 family of cytokines. 
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Dealing with intractable protein cores: Protein secpiencing of the Meg IgG 
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AUTHOR: Shaw Denis C; Shultz Brandon B; Ramsland Paul A; Edmundson Allen B 
(Reprint) 

AUTHOR ADDRESS: Crystallography Program, Oklahoma Medical Research 

Foundation, 825 NE 13th Street, Oklahoma City, OK, 73104, USA**USA 
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MEDIUM: print 
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DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: The VH domains of two human monoclonal antibodies, designated Meg 
IgGl (lambda) and Yvo IgM(kappa), were particularly intractable to 
standard protein sequencing protocols. Peptides liberated from the VH 
domains of these proteins, using standard enzymatic or chemical 
cleavages, invariably precipitated during the procedures. Boiling in SDS 
containing buffers dissolved precipitates and the peptides were separated 
using SDS-PAGE. Fully overlapped VH sequences were obtained with a series 
of 'in-gel' cleavages, followed by passive/differential transfers of 
peptides onto PVDF membranes. Both the in-gel cleavages and passive 
transfers could be applied to *wet' or 'dry* gels so that gels could be 
archived and used at a later date to obtain additional sequence 
information from a fragment of interest. Repetitive yields of even the 



most insoluble peptides were such that the sequences of various peptides 
from relatively complex mixtures of peptides could be assigned with 
confidence. Despite the overall success of the sequencing, we 
occasionally referred to electron density maps, calculated for crystals 
of the Fab of Yvo IgM, to resolve particular sequences and confirm 
ambiguous amino acid assignments. Methods we describe in this report 
should be generally useful for obtaining sequences of proteins with 
intractable cores and may find many applications in the 'post genomic 
era ' . 
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MAJOR CONCEPTS: Biochemistry and Molecular Biophysics 

CHEMICALS & BIOCHEMICALS : intractable protein cores; Meg IgG — heavy 
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CONFERENCE/MEETING: 1996 Keystone Meeting on Exploring and Exploiting 
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February 22-28, 1996; 19960222 
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DOCUMENT TYPE: Meeting; Meeting Abstract 
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DOCUMENT TYPE: Article 
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LANGUAGE: English 

ABSTRACT: Modulation of surface CD4 antigen expression was assessed by flow 
cytometry after calibration with 1251-labeled anti-CD4 monoclonal 
antibodies (mAbs) , Three patients with severe psoriasis treated with BB14 
(anti-CD4 mouse IgGl) and five patients with rheumatoid arthritis treated 
with BL4 (anti-CD4 mouse IgG2a) were analyzed for sequential changes in 
surface CD4 expression on CD4+ blood lymphocytes. Anti-CD4 mAb treatment 



induced a decrease of 50 to 80% of CD4 expression, with slow and partial 
recovery after cessation of mAb administration. CD4 modulation was 
related to mAb dosage and mAb concentration in plasma. It was achieved at 
nonsaturating concentration. In vitro incubation of blood monuclear cells 
induced CD4 modulation of similar kinetics and magnitude, associated with 
decrease of 5-10% of CDS expression. CD4 modulation required both an 
intact Fc part of the antibody and the presence of monocytes. The 
possible role of CD4 modulation should be considered along with other 
functional activities of anti-CD4 mAbs in analyzing the mechanisms of the 
clinical effects of these antibodies. 
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ABSTRACT: We report the solution of the crystal structure of a mutant of 
the immunoglobulin VL domain of the antibody McPC603, in which the 
complementarity-determining region 1 segment is replaced with that of a 
different antibody. The wild-type and mutant crystal structures have been 
refined to a crystallographic R- factor of 14.9% at a nominal resolution 
of 1.97 .ANG. . A detailed description of the structures is given. Crystal 
packing results in a dimeric association of domains^ in a fashion closely 
resembling that of an Fv fragment. The comparison of this VL domain with 
the same domain in the Fab fragment of McPC603 shows that the structure 
of an immunoglobulin VL domain is largely independent of its mode of 
association, even in places where the inter-subunit contacts are not 
conserved between VL and VH. In all three complementarity-determining 
regions we observe conformations that would not have been predicted by 
the canonical structure hypothesis. Significant differences between the 
VL domain dimer and the Fab fragment in the third 

complementarity-determining region show that knowledge of the structure 
of the dimerization partner and its exact mode of association may be 
needed to predict the precise conformation of antigen-binding loops. 
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Abstract: Antibodies targeting human epithelial carcinomas bearing Lewis Y 
(Le(y)) carbohydrate antigens provide a striking illustration of 
convergent immune recognition. We report a 1.9 Angstrom resolution 
crystal structure of the Fab of a humanized antibody (hu3S193) in 
complex with the Ley tetrasaccharide, Fuc(alphal — > 2)Gal(betal — > 
4) [Fuc(alphal — > 3)]GlcNAc. Comparisons of the hu3S193 and BR96 
antibodies bound to Ley tumor antigens revealed extremely similar 
mechanisms for recognition of the carbohydrate epitopes. Solvent plays 
a critical role in hu3S193 antibody binding to the Ley carbohydrate 
epitope. Specificity for Ley is maintained because a conserved pocket 
accepts an N-acetyl group of the core Gal (betal — > 4)GlcNAc 
disaccharide. Closely related blood-group determinants (Le(a) and 
Le(b)) cannot enter the specificity pocket, making the Ley antibodies 
promising candidates for immunotherapy of epithelial cancer. (C)2004 
Elsevier Ltd, All rights reserved. 
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Abstract: Sequencing of all human immunoglobulin (Ig) germline gene 

segments has recently been completed. However, our first glimpses of 
the recombined products of this combinatorial gene system were in the 
1970s, in landmark publications, reporting the crystal structures of 
two human myeloma proteins, the Meg lambda light chain dimer and the 
New IgGl (lambda) Fab. Although numerous crystal structures of marine 
and human antibodies have now been determined, only a relatively small 
proportion of the human germline genes have had their corresponding 
protein three-dimensional structures resolved. Therefore, further 
structural investigations are required before the inherent diversity of 
the antibody repertoire can be fatly appreciated. We discuss the 
detailed structural information available for human antibodies with 
regard to their immune functions. Also discussed, is how the structural 



information is finding application in the * humanization ' of murine 

antibodies as part of their development as 'biopharmaceuticals ' for the 

treatment of human disease. Copyright (C) 2002 John Wiley Sons, Ltd. 
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Abstract: In many cases, antibody and their complexes can be crystallized 
and their structure determined without major difficulties. The 
remaining problematic cases may be approached through techniques such 
as of combinatorial complex crystallization which uses immunoglobulin 
binding proteins (IBP) , The range of lattices that can be made using 
this method can be expanded by engineering mutants of IBP domains. We 
have designed Peptostreptococcus magnus protein L (PpL) mutants with 
altered immunoglobulin light chain binding characteristics. While the 
wild type PpL has two binding sites, some of the mutants contact the 
light chain via only one site. Other mutants have combinations of 
weakened first and second binding sites that modify their 
crystallization properties and their packing mode. In this study, we 
have selected PpL mutants with different behavior and that are most 
useful for crystallization and we present the various packing modes 
obtained so far. 
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Abstract: A common observation by protein chemists has been the appearance, 
for many proteins in aqueous solutions, of oil like droplets, or in 
more extreme cases the formation of a second oil like phase. These may 
accompany the formation of precipitate in "salting out" or "salting in' 
procedures, but more commonly appear in place of any precipitate. Such 
phase separations also occur, with even greater frequency, in the 
presence of polymeric precipitants such as polyethyleneglycol (PEG) . In 
general the appearance of a second liquid phase has been taken as 
indicative of protein aggregation, though an aggregate state distinctly 
different from that characteristic of amorphous precipitate. While the 
latter is thought to be composed of linear and branched assemblies, 
polymers of a sort, the oil phase suggests a more compact, 
three-dimensional, but fluid state. An important property of an 
alternate, fluid phase is that it can mediate transitions between other 
states, for example, between protein molecules free in solution and 
protein molecules immobilized in amorphous precipitate or crystals. The 
"liquid protein" phase can be readily observed in many crystallization 
experiments either prior to the appearance of visible crystals, or 
directly participating in the crystal growth process. In some cases the 
relationship between the liquid phase and developing crystals is 
intimate. Crystals grow directly from the liquid phase, or appear only 
after the visible formation of the liquid phase. We describe here our 
experience with a class of macromolecules, immunoglobulins, and 
particularly IDEC-151, an IgG specific for CD4 on human lymphocytes. 
This protein has been crystallized from a Jef f amine-LiS04 mother liquor 
and, its crystallization illustrates many of the features associated 
with the liquid protein, or protein rich phase. (C) 2001 Elsevier 
Science B.V. All rights reserved. 
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The 2.6 A (1 A = 0.1 nm) resolution structure has been determined for the 
glycosylated Fab (fragment antigen binding) of an IgM (Yvo) obtained from a 
subject with Waldenstrom's macroglobulinaemia . Dynamic light scattering was 
used to estimate the gel point and monitor the formation of an ordered 
hydroscopic gel of Yvo IgM upon cooling. If a cryoglobulin forms gels in 
peripheral tissues and organs, the associated swelling and damage to 
microvasculature can result in considerable morbidity and mortality. The 
three-dimensional structure of the branched N-linked oligosaccharide 
associated with the CHI domain (first constant domain of heavy chain) is 
reported. The carbohydrate may act to shield part of the lateral surface of 
the CHI domain and crowd the junction between the CHI and CH2 domains, 
thereby limiting the segmental flexibility of the Fab arms in intact Yvo 
IgM, especially at low temperatures. Recently, Yvo IgM was shown to have 
the properties of a naturally occurring proteolytic antibody [Paul, Karle, 
Planque, Taguchi, Salas, Nishiyama, Handy, Hunter, Edmundson and Hanson 
(2004) J. Biol. Chem. 279, 39611-39619; Planque, Bangale, Song, Karle, 
Taguchi, Poindexter, Bick, Edmundson, Nishiyama and Paul (2004) J. Biol 
Chem. 279, 14024-14032] . The Yvo protein displayed the ability to cleave, 
by a nucleophilic mechanism, the amide bonds of a variety of serine 



protease substrates and the gpl20 coat protein of HIV. An atypical serine, 
arginine and glutamate motif is located in the middle of the Yvo 
antigen-binding site and displays an overall geometry that mimics the 
classical serine, histidine and aspartate catalytic triad of serine 
proteases. Our present findings indicate that pre-existing or natural 
antibodies can utilize at least one novel strategy for the cleavage of 
peptide bonds, (c) 2006 Biochemical Society. 
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